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FULL ESTIMATED COST 



ENTRY 
0.21 



SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 09:08:59 ON 13 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 12 DEC 2005 HIGHEST RN 869770-56-9 
DICTIONARY FILE UPDATES: 12 DEC 2005 HIGHEST RN 869770-56-9 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
******************************************************** 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http: //www. cas . org/ONLINE/UG/regprops .html 



ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 

chain bonds : 
2-7 5-6 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 6-8 6-11 7-16 7-20 8-9 9-10 9-12 10-11 10-15 12-13 

13-14 14-15 16-17 17-18 18-19 19-20 21-22 21-25 22-23 23-24 24-25 
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exact/norm bonds : 

1- 2 1-5 2-3 3-4 4-5 6-8 6-11 8-9 9-10 9-12 10-11 10-15 12-13 13-14 14-15 
21-22 21-25 22-23 23-24 24-25 

exact bonds : 

2- 7 5-6 

normalized bonds : 

7-16 7-20 16-17 17-18 18-19 19-20 



Match level : 

l:Atoin 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 
12:Atom 13:Atom 14:Atom 15:Atom 16:Atom 17:Atom 18:Atom 19:Atom 20:Atom 21:Atom 
22: Atom 23: Atom 24: Atom 25: Atom 26: CLASS 



LI 



STRUCTURE UPLOADED 



=> d 11 

LI HAS NO ANSWERS 
LI STR 



■N 



NH 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 09:09:35 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 33 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



33 ITERATIONS 



1 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH ** COMPLETE** 

316 TO 1004 
1 TO 80 



L2 



1 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 09:09:39 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 714 TO ITERATE 



100.0% PROCESSED 714 ITERATIONS 

SEARCH TIME: 00.00.01 



2 ANSWERS 



L3 



2 SEA SSS FUL LI 
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=> fil hcaplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
161.33 



TOTAL 
SESSION 
161.54 



FULL ESTIMATED COST 



FILE 'HCAPLUS* ENTERED AT 09:09:47 ON 13 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 

held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 13 Dec 2005 VOL 143 ISS 25 
FILE LAST UPDATED: 12 Dec 2005 (20051212/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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ANSVER 1 OF 8 HC3^LUS COPYRIGHT 2005 ACS on STN 
Entered STN; 26 Oct 2004 

Noncytc^athic infections with bovine viral diarrhea virus (BVDV) can 
C089>raai8« research and eon. use of cultured cells. The purpose of this 
research vas to evaluate the abiUty of aromatic cationic cosfxls. to prevent 
or treat BVOV infections in fetal fibroblast cell lines that are used in 
somatic cell nuclear transfer. To evaluate preventative use of compds.. 
10 cell lines vera inoculated vith BVDV in the absence or presence of 
2-(4-{2-inidazolinyl)phenyl) -S- (4-mcthoxyphenyl) furan (DB606) , 
2'(2-benzimidazolyl) -5-(4-t2-imldazolino)phenyll furan di hydrochloride 
{DS772), or 2- (l-iiiethyl-2-benziBiidazolyl) -5-[4 ' - (2-imidazoUno) -2' - 
ne thy Iphenyl] furan dl hydrochloride (DB824). The 99% endpoints for 
prevention of viral replication by these treatments were 91, 6, and 14 nM. 
To evaluate therapeutic use of conpds., 2 fetal fibroblast cell lines 
infected vith a genotype la strain of BVDV were cultured through 4 
passages in the absence or presence of either 0.04 or 4 t>M concns. of 
DB772 or DB824. The presence and concentration of BVDV in media and cell lysates 
were evaluated using reverse transcription nested polymerase chain 
reaction and virus isolation from titrated sample. A single passage in 4 
fiM of either compound vas sufficient to eliminate BVDV from cells without 
causing cytotoaicity. The authors' results demonstrate that in vitro 
infections with BVDV can be effectively prevented or eliminated by addition 
of aroaatic cations. 
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ACCESSIOM NUMBER: 
DOCUMENT NUHBER: 
TITLE: 



CORPORATE SOURCE: 



SOURCE: 



2004:889210 HCAPLUS 
142:290630 

Prevention and elimination of bovine viral diarrhea 
virus infections in fetal fibroblast cells 
f;<vi.pi«t, H. Oanielt srr< nnf al imr. David A.; DykstM, 
Christine C.» Riddell, Ray P.; Galik, Patricia 'Rr» 
Sullivan, Eddie> Robl, James; Kasinathan, 
Poothapillai» Kumar, Arvind; Boykln, David tf. 
Sugg Laboratory, College of Veterinary Medicine 
Auburn University, AL, 36849-5516, USA 
Antiviral Research (2004), 64(2), 113-118 
CODEN: ARSRDRl ISSN: 0166-3542 
Elsevier B.V. 
Journal 
EngUsh 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 

IT 433735-90-1, DB 772 

RL: PAC (Pharmacological activity); TBU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(prevention and elimination of bovine viral diarrhea virus infections 
in fetal fibroblast cells) 
m 433735-90-1 HCAPLUS 

CN IH-Benzimidazole, 2-[5- [4- (4, 5-dihydro-lH-imidazol-2-yl) phenyl) -2-furanyl] 
(9CI) (CA INDEX NAME) 



-04 




31 THERE ARE 31 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSVER 2 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
ED Entered STN: 06 Jul 2003 

AB Bovine viral diarrhea virus (BVDV) is an economically significant pathogen 

of cattle and a problematic contaminant in the laboratory BVDV is often used as 
an in vitro model for hepatitis C virus during drug discovery efforts. 
Aromatic dicationic nols. have exhibited inhibitory activity against several 
RNA viruses. Thus, the purpose of this research was to develop and apply 
a method for screening the aromatic cationic compds. for in vitro 
cytotoxicity and activity against a noncytopathic strain of BVDV. The 
screening method evaluated the concentration of BVDV in medium and cell lysates 
after 72 h of cell culture in the presence of either a 25 or 5 mM 
concentration of the test compound Five of 93 screened compds. were selected for 
further determination of inhibitory (90 and 50*) and cytotoxic (50 and 10%) 

concentration 

endpoints. The screening method identified compds. that exhibited 
inhibition of BVDV at nanomolar concns. while exhibiting no cytotoxicity 
at 25 pH concns. The leading compds. require further investigation to 
deterndne their mechanism of action, in vivo activity, and specific activity 
against hepatitis C virus. 

ACCESSION NUMBER: 2003:513253 HCAPLUS 

DOCUMENT NUMBER: 139:390750 

TITLE: Detection of inhibition of bovine viral diarrhea virus 

by aromatic cationic molecules i. 
AUT»)R(S): Glvans, M. Daniel; Dykstra, Christine C; Brock, Kenny r -fT/vt/ * f^A^ * 

v.; Stringfellow. David A. ; Kumar, Arvind; Stephens, '^T X 
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REFERENCE COUNT: 



THERE ARE 46 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



IT 



RN 
CN 



Stringfellow, 
Chad E.; Goker, Hakani Boykin, David V. 
Department of Pathobiology, College of Veterinary 
Medicine, Auburn University, Auburn, AL, 36849, USA 
Antimicrobial Agents and Chemotherapy (2003), 47(7), 
2223-2230 

CODEN: AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

CASREACT 139:390750 
216308-23-S 433735-90-1 

RL: PAC {Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

^ (inhibition of bovine viral diarrhea virus by aromatic cationic mols.) 
216308-23-5 HCAPLUS 

IH-Benzimidazole, 5- (4,5-dihydro-lH-imidazol-2-yl) -2-[S-[4- (4,5-dihydro-lH- 
imidazol-2-yl)phenyl]*2-furanyll- (9CI) (CA INDEX NAME) 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE: 
OTHER SOURCE (S) 




RN 433735-90-1 HCAPLUS 

CN IH-Benzimidazol e , 2-[5-[4-(4,5-dlhyd ro- lH-iBidazol-2-yl ) phe nyl] -2* f uranyl] 
(9CI) (CA INDEX NAME) 
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ANSWER 3 OF 9 HCAPLUS COPYRIGHT 2005 ACS on STN 
Entered STN: 01 Apr 2003 

In this paper, the endpoint La the application of laoi. topol. to the 
search of QSAR relations into a group of dication-substituted carbazoles, 
furans and benzlRddazoles, all shoving antifungal activity against C. 
albicans. Math, and statistical methods such as linear regression and 
discriminant anal.« are used. The results clearly shov a high efficiency 
of the formalism on the prediction and classification of antifungal 
activity. Some 831 of the compds. showing HIC <10 ^g/mL (active group) 
are correctly classified, while 100% overall accuracy is achieved for 
those compds. shoving MIC >100 iig/mL (inactive group) . 



ACCESSION NUMBER: 
OOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



SOURCE: 



2003:250479 HCAPLUS 
140:38649 

An>lication of molecular tc^logy to the prediction of 
antifungal activity for a set of dication-substituted 
carbasoles, furans and benzinidatoles 
Garcia-Domenech, R.; Rios-Santamarina, I.j Catala, A.i 
Calabuig, C; del Castillo. L,t Galvez. 3. 
Facultat de Farmacia, Unidad de Investigacion de 
Conectividad Molecular y Diseno de Farmacos, 
Departanento de Quindca Fisica, Universitat de 
Valencia, Valencia, Spain 
THEOCHEH (2003), 624, 97-107 
CODEN: THEODJi ISSN: 0166-1280 
Elsevier Science B.V. 
Journal 
English 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
IT 216300-23-5 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(ool. topol. in relation to antifungal activity for a set of 
dication-substituted carbazoles, furans, and benzimidazoles) 
m 216308-23-5 HCAPLUS 

CM IH-Benzlmldazole, 5-(4,S-dlhydro-lH-imidazol-2-yl) -2-[5-[4- (4, S-dlhydro-lH- 
imidazol-2-yl)phenylJ -2-furanyl] - (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 



THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS 
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ANSWER 4 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
Entered STN: 19 Jul 2002 

The invention relates to novel cosqpds. and pethods that are useful in 
treating members of the Flaviviridae family of viruses. Coofjds. disclosed 
in the invention are shown to be effective against bovine viral diarrhea 
virus and hepatitis C virus infection. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S): 



SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



HCAPLUS 



2002:539483 
137:103864 

Coaqaounds useful for the treatment of bovine viral 
diarrhea virus and hepatitis C virus infections 
Bo yki n, Davidf Tidwall, Richard R.; S trin^f ellcw, 
i)a<ga7'"BroclCt_ Kenny* Ste ghe ns. Chad E. ; ajmSt, Arvind) 
Wilson, <navid; GivensTTJaniel; Dykstra, Christine 
University of North Carolina At Chapel Hill, USAf 
Georgia State University Research Foundationi Auburn 
University 

PCT Int. /^pl., 68 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



APPLICATION NO. 



tfes2002055oi5W^ 




A2 




.2052071 g> 


* WO 2002-US787 




20020111 


VO 2002055025 




A3 




2004( 
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CA 2433070 






AA 




20020718 


CA 2002-2433070 




20020111 


US 2003199S21 




Al 




20031023 


US 2002-44315 
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EP 1399163 






A2 
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OTHER SOURCE(S): MARPAT 137:103864 

IT 43373S-90-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study): USES (Uses) 

(coiqxls. for treatment of bovine viral diarrhea virus infection and 
hepatitis C virus infection) 
RM 433735-90-1 HCAPLUS 

CW IH-Benzimidazole, 2- [5- (4- (4, S-dihydro-lH-imidazol-2-yl) phenyl) -2-furanyll - 
(9CI) (CA INDEX NAME) 
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ANSWER 5 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
Entered STN: 05 Apr 2002 

Fluorescence microscopy has been used to study the cellular distribution 
properties of a series of DNA binding cationic compds. related to the 
potent antiparasitic drug furaraidine (DB75) . The compds. tested bear a 
diphenylfuran or a phenylfuranbenzimidazole unfused aromatic core substituted 
with one or two amidine or imidazoline groups. The synthesis of five new 
compds. is reported. The B16 melanoma cell line was used to compare the 
capacities of mono-, bis-, and tetracations to enter the cell and nuclei. 
The high- resolution fluorescence pictures show that in the Euramidine series, 
the compds. with two or four pos. charges selectively accumulate in the 
cell nuclei whereas, in most cases, those bearing only one pos. charge 
show reduced cell uptake capacities. One of the monocationic compds. ^ 
DB607, distributes in the cytoplasm, possibly in mitochondria, with no 
distinct nuclear accumulation. In sharp contrast, furamidine and 
benzimidazole analogs, including the drug DB293 that forms DNA minor 
groove dimers, efficiently accumulate in the cell nuclei and the 
intranuclear distribution of these DNA minor groove binders is 
significantly different from that seen with the DNA intercalating drug 
propidium iodide. The results suggest that the presence of two amidine 
terminal groups plays a role in facilitating nuclear accumulation into 
cells, probably as a result of nucleic acid binding. The determination of DNA 
melting temperature increases on addition of these compds. supports the ingMrtance 
of DNA binding in nuclear uptake. 

2002:252822 HCAPLUS 
137:197 

Distribution of Furamidine Analogues in Tumor Cells: 
Influence of the Number of Positive Charges 
Lansiaux, Amelie; Dassonneville, Laurent: Facompre, 
Michaeel; Kumar, Arvindi Stephens, Chad E.t Bajic, 
Miroslav; Tanious. Farialf Wilson, V. David; Boykin, 
David W-j Bailly, Christian 

INSERM U-524 et Laboratoire de Pharraacologie 
Antitumorale du Centre Oscar Lambret, IRCL, Lille, 
59045, Fr.^ _ *^ 
SOURCE: Journal Of Medicinal Chemistry (2002), 45(10),, 

f99i-2002 

CODEN: JMCMAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE (S): CASREACT 137:197 

IT 216308-23-5, DB 302 

RL: PAC (Pharmacological activity)! PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(DB 302; synthesis and structure activity relationship of furamidine 
analogs in tumor cells and influence of number of pos. charges) 
RN 216308-23-5 HCAPLUS 

CN 1H-Benziraidaz61e, 5- (4, 5-dihydro-lH-imidazol-2-yl) -2- 15- [4- (4, 5-dihydro-lH- 
imidazol-2-yl)phenyll -2-furanyl) - (9CI) (CA INDEX NAME) 



ACCESSION 1 
DOCUMENT NUMBER; 
TITLE: 



CORPORATE SOURCE: 




IT 433735-90-lP, DB 772 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
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MiSVER S OF 8 HCAPLUS CDPYnZGOT 2005 ACS On STN (Continued) 
prtparation) ; THU (Therapeutic use) i BIOL (Biological study); PREP 
(Preparation) t USES (Uses) 

(synttiesis and structure activity relationship of furamidins analogs in 

tuBOr cells and influence of no. of pos. charges) 
433735-90-1 HCAPLUS 

IH-Benzimidazole, 2> [5-(4 - (4, S-di hydro- IH-imidazol-e-yl) phenyl] -2-furanyl] - 

(9CI) (CA INDEX ram) 




REFERENCE COUNT: 



THERE ARE 38 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSVER 6 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
Entered STN: 24 May 2001 

RNA viruses cause a wide range of huraan diseases. Developeent of new 
agents to target such viruses is an active area of research. Toward this 
goal, a series of diphenylfuran cations as potential inhibitors of the 
Rev-RRE coeplen have been designed and synthesized. Anal, of the 
interaction of the diphenylfurans with RRE and TAR RNA eodel systeno by 
gel shift assays indicates chat they exhibit both sequence and 
structure -dependent binding nodes. Our results show a strong interaction 
between the diphenylfuran ring system and RRE bases, while the TAR 
interactions are much weaker with the compds. that are the best inhibitors 
of Rev-RRE. A diphenylfuran lead conpound was systematically varied and the 
ability of the new conpds. to inhibit the fonsation of Rev-RRE and Tat-TAR 
complexes was assayed by gel-n>obility shift espts. In this series, DB340 
was found to be Che moat active compound and also the most specific coopound 
for inhibition of Rev-RRE complex formation. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



2001:373395 HCAPLUS 
135:251448 

Inhibition of Che HIV-1 Rev-RRE coDplex formation fay 
unfused aromatic cations 

Xiao, G.» Kumar, A. > U, X. } Rigl, C. T.f Bajic, M.i 
Davis, TfSrr Toyicin, D. V.t Wilson, V. D. 
Department of Chemistry, Georgia State University. 

Atlanta, GA, 30303, USA 

Bioorganic i Medicinal Chemistry (2001), 9(5), 
1097-1113 

CODEN: BMECEPj ISSN: 0968-0896 

PUBLISHER: Elsevier Science Ltd. 

DOCUMEirr TYPE: Journal 
LANGUAGE: English 
IT 2X630B-23-5P 

RL: RCT (Reactant) » SPN (Synthetic preparation) ; PREP (Preparation) f RACT 
(Reactanc or reagent) 

(preparation of and inhibition of the HIV-1 Rev-RRE complex formation by 
unfused aromatic cations) 
RN 216308-23-5 HCAPLUS 

CN IH-Benzimidazole, 5- (4, 5-dihydro-lH-imidazol-2-yl) -2-15- [4- (4, 5-dihydro-lH- 
iraidazol-2-yl)phenyl]-2-furanyl]- (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 



THERE ARE 4 2 CITED REFERENCES AVAILABLE FOR THIS 
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L4 ANSWER 7 OF B HCAPLUS COPYRIGHT 2005 ACS on STN 
BO Entered STN: 05 Feb 2001 

AB The Human Genome Project as well as sequencing of the genomes of other 
organisms offers a wealth of ONA targets for both therapeutic and 
diagnostic applications, and it is important to develop addnl. ONA binding 
motifs to fully exploit the potential of this new information. Ve have 
recently found that an aromatic dication, DB293, with an amidine-phenyl-furan- 
benzinidazole-amidine structure can recognize specific sequences of DNA by 
binding in Che minor groove as a dimer. The dimer binding is strong, 
highly cooperative and, in contrast to many closely related heterocyclic 
dications. has both GC and AT base pairs in the minor groove binding site. 
The aromatic heterocycle stacked dimer is quite different in structure from 
the polyamide-lexitr opsin type conpds., and it is a di cation while all 
lexicropsin dinners are monocations. The heterocyclic dimer represents 
only the second small mol. class that can recognize mixed sequences of 
ONA. To test the structural limits on the new type of complex, it is 
important to probe the influence of compound charge, chemical groups, and 
structural features. The effects of these compound mol. variations on IMA 
complex formation with several DNA sequences were evaluated by DNase I 
fooCprinting, CD and UV spectroscopy, thermal melting, and quant, anal, 
with surface plasmon resonance biosensor methods. Conversion of the 
amidines to guanidinium groups does permit the cooperative dimer to form 
but removal of one anidine or addition of an alkyl group to the araidine 
strongly inhibited dimer formation. Changing the Ph of DB293 to a ' 
benzifflidazole or the benzimidazole to a Ph or benzofuran also inhibited 
dimer formation. The results show that formation of the minor groove 
stacked-dimer complex is very sensitive to compound structure. The 
discovery of the aromatic dimer mode offers new opportunities to enhance the 
specificity and expand the range of applications of the compds. that 
target WA. 

2001:79423 IKZAPLUS 
134:277012 

Evaluation of the Influence of Coopound Structure on 
SCacked-Dimer Formation in the DNA Minor Groove 
Vang, Lei> Carrasco, Carolina; Kumar, Arvindt 
Stephens, Chad E.; Bailly, Christian! Boykin, David 
v.; Vilson, V. David 

Department of Chemistry, Georgia State University, 
Atlanta, GA, 30303, USA 
SOURCE: Biochemistry (2001), 40(8), 2511-2521 ' 

CODEN: BlCmWf ISSN: 0006-2960 
PUBLISHER; American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE(5): CASREACT 134:277012 

IT 216308-23-5, OB 302 

RL: BPR (Biological process)! BSU (Biological study, unclassified)! PRP 
(Properties); BIOL (Biological study) i PROC (Process) 

(preparation and evaluation of the influence of heterocyclic dieation conqpound 

structure on stacked-dimer formation in the DNA minor groove) 
RN 216308-23-5 HCAPLUS 

CN IH-Benzimidazole, 5- (4, 5-dihydro-lK-imidazol-2-yl) -2-[5-[4- (4, 5-dlhydro-lH- 
imidazol-2-yl) phenyl] -2- furanyl] - (9CI) (CA INDEX NAME) 



L4 ANSVER 7 OF 8 HCAPLUS COPYRIGST 2005 ACS on STN 
REFERENCE COUNT: 32 



THERE ARE 32 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATI(»I5 AVAILABLE IN THE RE FORMAT 



ACCESSION NUMBER: 
DOOMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 




ag'e 713/12/2005 
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1.4 ANSVER 8 OF 8 BCAPLUS OOPYRIGHT 2005 ACS on STN 

ED Entered STN: 21 Oct 1998 

GI 



N /=\ ME 




NH 
NH2 



AB Aromatic dicationic conpds. possess antiraicroblal activity against a vide 

range of eucaryotlc pathogens, and in the present study an examination of the 
structures-functions of a series of compds. against fungi was perforned. 
Sixty-seven dicationic boIs. were screened for their inhibitory and 
fungicidal activities against Candida albicans and Cryptococcus 
neofornans. The MICs of a large number of coopds. were comparable to thoee 
of the standard antifungal drugs anqfihoterldn B and fluconazole. Unlike 
fluconazole, potent inhibitory conpds. in this series vere found to have 
excellent fungicidal activities. Broad-spectrum activities vere observed for 
the carbazole I, the furan II, and the benzimidazole III. The MIC of III, 
one of the most potent compds., against C. albicans was 0.39 (xg/raL, and 
it was the most potent coiqMJund against C. neoforraans (HIC, £0.09 
lag/fflL) . Selected compds. vera also found to be active against 
Aspergillus fumlgatus, Fusariua solani, Candida species other than C. 
albicans, and fluconazole- resistant strains of C. albicans and C. 
neoformans. Since of these coiqids. have been safely given to animals, 
these classes of mols. have the potential to be developed as antifungal 
agents. 

ACCESSION NUMBER: 1998:664986 KCAPLUS 

DOCUMENT NUMBER: 130:22621 

TITLE: In vitro antifungal activities of a series of 

dicatlon-substituted carbazoles, furans, and 
benzlmidazoles 

AUTHOR(S): Del Poeta, Maurizioi Schell, Wiley A.; Dykstta, 

Christine C; Jones, Susan K. ; Tidvell, Richard R. ; 
Kumar, Arvindr Boykln, David V,i Perfect, John R. 

CORPORATE SOURCE: Department of Medicine, Division of Infectious 



U ANSVER 8 OF 8 iiCAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

Diseases and International Health, Outce University 
Medical Center, Durham, NC, 27710, USA 

SOURCE: Antimicrobial Agents and Chemotherapy (1998), 42(10), 

2503-2510 

OODEN: AKAOOQf ISSN: 0066-4604 
PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
IT 216308-23-5 

RL: BAC (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified) I PRP (Properties)! THU (Therapeutic use) » BIOL 
(Biological study) i USES (Uses) 

(in vitro antifungal activities of a series of dicatlon-substituted 
carbazoles, furans, and benziaidazoles) 
RN 216308-23-5 HCAPLUS 

CN IH-Benzimidazole. 5-(4,5-dihydro-lH-imidazol-2-yl)-2-(S-[4-(4,5-dihydro-lH- 
iiai dazol- 2' y l) Phenyl] -2-furanvl] - (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 



THERE ARE 32 CITED R£FERE3<CES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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=> fil reg 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
41.97 203.51 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -5.84 -5.84 



FILE 'REGISTRY' ENTERED AT 09:10:35 ON 13 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 12 DEC 2005 HIGHEST RN 869770-56-9 
DICTIONARY FILE UPDATES: 12 DEC 2005 HIGHEST RN 869770-56-9 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches . 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 



REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http: //www. cas . org/ONLINE/UG/regprops .html 

=> 

Uploading C:\Program Files\Stnexp\Queries\10796657AmendGI . str 
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ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 



chain bonds : 

2-7 5-6 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 6-8 6-11 7-16 
13-14 14-15 16-17 17-18 18-19 19-20 
exact/norm bonds : 

1- 2 1-5 2-3 3-4 4-5 6-8 6-11 8-9 
21-22 21-25 22-23 23-24 24-25 
exact bonds : 

2- 7 5-6 

normalized bonds : 

7-16 7-20 16-17 17-18 18-19 19-20 



7-20 8-9 9-10 9-12 10-11 10-15 12-13 
21-22 21-25 22-23 23-24 24-25 

9-10 9-12 10-11 10-15 12-13 13-14 14-15 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 

12: Atom 13: Atom 14: Atom 15: Atom 16: Atom 17: Atom 18: Atom 19: Atom 20: Atom 21: Atom 
22: Atom 23: Atom 24: Atom 25: Atom 26: CLASS 



L5 STRUCTURE UPLOADED 

=> d 15 

L5 HAS NO ANSWERS 
L5 STR 
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NH.. 



•N 



Structure attributes must be viewed using STN Express query preparation. 



=> s 15 

SAMPLE SEARCH INITIATED 09:13:53 FILE * REGISTRY* 
SAMPLE SCREEN SEARCH COMPLETED - 33 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



33 ITERATIONS 



0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * *COMPLETE* * 
BATCH ** COMPLETE** 

316 TO 1004 
0 TO 0 



L6 



0 SEA SSS SAM L5 



=> s 15 full 

FULL SEARCH INITIATED 09:13:58 FILE ' REGISTRY » 
FULL SCREEN SEARCH COMPLETED - 714 TO ITERATE 



100.0% PROCESSED 714 ITERATIONS 

SEARCH TIME: 00.00.01 



5 ANSWERS 



L7 



5 SEA SSS FUL L5 



=> 



Uploading C:\Program Files\Stnexp\Queries\10796657GIII . str 



Page 1113/12/2005 



Ngrazier 10796657AmendGrouplto4 




chain nodes : 
22 

ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 16 17 18 19 20 21 23 24 25 26 27 
28 

chain bonds : 
1-16 19-22 22-23 
ring bonds : 

1-5 1-2 2-3 3-4 3-6 4-5 4-9 6-7 7-8 8-9 10-11 10-14 11-12 12-13 13-14 
16-17 16-21 17-18 18-19 19-20 20-21 23-24 23-28 24-25 25-26 26-27 27-28 
exact/norm bonds : 

1-5 1-2 2-3 3-4 3-6 4-5 4-9 6-7 7-8 8-9 10-11 10-14 11-12 12-13 13-14 
19-22 22-23 
exact bonds : 
1-16 

normalized bonds : 

16-17 16-21 17-18 18-19 19-20 20-21 23-24 23-28 24-25 25-26 26-27 27-28 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 
12:Atom 13:Atom 14:Atom 15:CLASS 16:Atom 17:Atom 18:Atom 19:Atom 20:Atom 21:Atom 

22: Atom 23: Atom 24: Atom 25: Atom 26: Atom 27: Atom 28: Atom 
Generic attributes : 
22: 

Saturation : Unsaturated 

Number of Carbon Atoms : less than 7 
Number of Hetero Atoms : less than 2 
Type of Ring System : Monocyclic 

Element Count : 
Node 22: Limited 

0,01 

C,C4 



L8 STRUCTURE UPLOADED 



Page 1213/12/2005 



Ngrazier 10796657AmendGrouplto4 



=> d 18 

L8 HAS NO ANSWERS 
LB STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 18 

SAMPLE SEARCH INITIATED 09:17:38 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 908 TO ITERATE 



100.0% PROCESSED 908 ITERATIONS 

SEARCH TIME: 00.00.01 



0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE **COMPLETE** 
BATCH ** COMPLETE** 

16353 TO 19967 
0 TO 0 



L9 



0 SEA SSS SAM L8 



=> s 18 full 

FULL SEARCH INITIATED 09:17:43 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 18231 TO ITERATE 



100.0% PROCESSED 18231 ITERATIONS 
SEARCH TIME: 00.00.01 



1 ANSWERS 



LIO 



1 SEA SSS FUL L8 



=> 



Uploading C:\Prograni Files\Stnexp\Queries\| 



rGrVKstrt- 



Page 1313/12/2005 



Ngrazier 10796657AmendGrouplto4 




;12"13 

il ,'14. 
10 



^27 ^ 
26^ ]22 
■ 29 / 
^23 
24 



25. 



18 20 

17^^15. 
16 



1 ^S— 



5 4 



/3~6 
9 — 8 



6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 22 23 24 25 26 



chain nodes : 
21 

ring nodes : 
1 2 3 4 5 
27 

chain bonds : 

1-15 18-21 21-22 

ring bonds : 

1-5 1-2 2-3 3-4 3-6 4-5 4-9 6-7 7-8 8-9 10-11 10-14 11-12 12-13 13-14 
15-16 15-20 16-17 17-18 18-19 19-20 22-23 22-27 23-24 24-25 25-26 26-27 
exact/norm bonds : 

1-5 1-2 2-3 3-4 3-6 4-5 4-9 6-7 7-8 8-9 10-11 10-14 11-12 12-13 13-14 
18-21 21-22 
exact bonds : 
1-15 

normalized bonds : 

15-16 15-20 16-17 17-18 18-19 19-20 22-23 22-27 23-24 24-25 25-26 26-27 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 11: Atom 
12:Atom 13:Atom 14:Atom 15:Atom 16:Atom 17:Atom 18:Atom 19:Atom 20:Atom 21:Atom 
22:Atom 23:Atom 24:Atom 25:Atom 26:Atom 27:Atom 29:CLASS 
Generic attributes : 
21: 

Saturation : Unsaturated 

Number of Carbon Atoms : less than 7 
Number of Hetero Atoms : less than 2 
Type of Ring System : Monocyclic 



Element Count : 
Node 21: Limited 

0,01 

C,C4 



Lll STRUCTURE UPLOADED 

=> d 111 

Lll HAS NO ANSWERS 
Lll STR 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 111 

SAMPLE SEARCH INITIATED 09:19:40 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 908 TO ITERATE 

100.0% PROCESSED 908 ITERATIONS 

SEARCH TIME: 00.00.01 



2 ANSWERS 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 16353 TO 19967 

PROJECTED ANSWERS: 2 TO 124 



L12 



2 SEA SSS SAM Lll 



=> s 111 full 

FULL SEARCH INITIATED 09:19:45 FILE 'REGISTRY* 
FULL SCREEN SEARCH COMPLETED - 18231 TO ITERATE 

100.0% PROCESSED 18231 ITERATIONS 
SEARCH TIME: 00.00.01 



L13 



11 SEA SSS FUL Lll 



=> fil hcaplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
489.58 

SINCE FILE 
ENTRY 
0.00 



FILE 'HCAPLUS' ENTERED AT 09:19:55 ON 13 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



11 ANSWERS 



TOTAL 
SESSION 
693.09 

TOTAL 
SESSION 
-5.84 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
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for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 13 Dec 2005 VOL 143 ISS 25 
FILE LAST UPDATED: 12 Dec 2005 (20051212/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 17 

L14 8 L7 

=> d ed abs ibib hitstr 1-8 
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ANSWER I OF 8 HCAPUIS COPYRIGHT 2005 ACS on STN tl4 ANSVER 1 OF 8 HCAPLU5 COPYRIGHT 20OS ACS on STK (Continued) 

Entered STN: 15 Apr 2005 REFERENCE COUNT: 39 THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS 

Bovine viral diarrhea virus (BVDV) has been shoim to replicate in eidiryo RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



culture system and reoain associated vith bovine cnbryos davelopln^ in 
vitro. In this study, novel antiviral agents were evaluated for 
capability to inhibit replication of BVDV without affecting eid>ryonic 
development. Serial concns. of 2-(5<6) •(2-imidazolinyl)-2~benzinidazolyl] - 
5-(4-aminophenyl)furan (DB4S6) or 2- (4- (2-iaidazolinyl]phenyl) -5- (4- 
raethoxyphenyl) furan (DB606) vere prepared in IVC mediua. Then, bovine 
uterine tubal epithelial cells (UTC) vere placed in IVC oedia vith varying 
concns. of DB4S6 or DB606. Vlthin 1 h, a genotype I or II strain of BVSV 
was added to the cultures. Cultures vere naintained for 7 days. 
Infectious virus vas quantltated in IVC nedia collected on days 3 and 7 
and in UTC lysates harvested on day 7. The effective antiviral concns. of 
DB606 voce najch lower than effective antiviral concns. of 0B456. In 
subsequent expts., IVF presumptive zygotes vere cultured in IVC oediun 
vith or vithout 0B456 or 0B606 at cultiple concns. for 7 days to evaluate 
effect of the compound on conceptus development. On day 7, stage of 
embryonic development vas observed, and blastocysts were harvested and 
stained using Hoechst 33342 to enumerate embryonic cells. While DB456 
inhibited blastocyst development, DB606 at 20 tines the effective 
antiviral f»ncent ration did not hinder blastocyst development or reduce the oean 
number of cells per blastocyst. These prelininary results indicated that 
bovine embryo cultures might be safely supplencnted vith effective concns. 
of an antiviral agent. 

ACCESSION NUMBER: 2005:326074 HCAPLUS 

DOCUMENT NUMBER: 143:146517 

TITLE: Effects of aromatic cationic molecules on bovine viral 

diarrhea virus and embryonic development 
AUTHOR(S): Givens, H. D. ; Galik, P. K.f Riddell, K. P.; Oykstra, 

C. C.s Brock. K. V. ; Stringfellov, D. A. 
CORPORATE SOURCE: Oepartment of Pathobiology, Clinical Sciences, College 

of Veterinary Medicine, Auburn University, Auburn, AL, 

36949-5516. USA 

SOURCE: Theriogenology (2005), 63(7), 1984-1994 

CODEN: THGNBO; ISSN: 0093-691X 
PUBLISHER: Elsevier B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
IT 442642-40-2 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(aromatic cationic boI. 0B606 compared to DB456 showed antiviral activity 
against BVDV vith much lover effective concentration in UTC and did not 
hindered blastocyst development or reduced number of cells per blastocyst 
in bovine eobtyo) 
RN 442842-40-2 HCAPLUS 

CN Banzenamine, 4- [S-[S- (4, 5-dihydro-lH-imidazol-2-yl) -lH-benzimidazol-2-yl] - 
2-furanyl]- (9CI) (CA INDEX NAME) 




ANSWER 2 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
Entered STN: 06 Jul 2003 

Bovine viral diarrhea virus (BVDV) is an economically significant pathogen 
of cattle and a problematic contaminant in the laboratory BVDV is often used as 
an in vitro model for hepatitis C virus during drug discovery efforts. 
Aromatic dicatlonic nols. have eKhiblted inhibitory activity against several 
RNA viruses. Thus, the purpose of this research was to develop and apply 
a method for screening the aromatic cationic cooqxls. for in vitro 
cytotoxicity and activity against a noncytopathic strain of BVDV. The 
screening method evaluated the concentration of BVDV in medium and cell lysates 
after 72 h of cell culture in the presence of either a 25 or 5 mM 
concentration of the test compound Five of 93 screened conpds. were selected for 
further determination of inhibitory (90 and 501) and cytotoxic (SO and 10%) 
:entration 

endpoints. The screening method identified compds. that exhibited 
inhibition of BVDV at nanomolar concns. while exhibiting no cytotoxicity 
at 25 MM concns. The leading compds. require further investigation to 
determine their mechanism of action, in vivo activity, and specific activity 
against hepatitis C virus. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



2003:513253 HCAPLUS 
139:390750 

Detection of inhibition of bovine viral diarrhea virus 
by aromatic cationic molecules 

Glvens, H. Danleli Dykstra, Christine C.i Brock, Kenny 
v.; Stringfellow, David A.r Kumar, Arvindr Stephens, 
Chad E.; Goker. Hakan; Boykin, David w. 
Department of Pathobiology, College of Veterinary 
Medicine. Auburn University, Auburn. AL, 36849. USA 
Antimicrobial Agents and Chemotherapy (2003), 47(7), 
2223-2230 

CODEN: AHACCQf ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

CASRBACT 139:390750 
2I630e-23-S 442842-41-3 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(inhibition of bovine viral diarrhea virus by aromatic cationic mols.) 
216308-23-S HCAPLUS 

IH-Benzimidazole, 5-(4,5-dlhydro-lH-imldazol-2-yl)-2-[S-[4-(4,5-dlhydro-lH- 
imidazol-2-yl) phenyl) -2-furanyl]- (9CI) (CA INDEX NAME) 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE; 
LANGUAGE: 
OTHER SOURCE (S) : 
IT 
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442842-52-6 

RL: BCT (Reactant) ; RACT (Reactant or reagent) 

(inhibition of bovine viral diarrhea virus by aromatic cationic mols.) 
442842-52-6 HCAPLUS 

IK-Benzifflidazole. 5- (4, 5-dihydro-lH-ifflidazol-2-yl) -2-[5- (4-nitcophenyl) -2- 
furanyl]-, di hydrochloride (9CI) (CA INDEX NAME) 




• 2 HCl 
442642-40-2^ 

RL: PAC (Pharmacological activity); SFN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study) 7 PREP (Preparation); USES 
(Uses) 

(preparation of aromatic cationic mols. as inhibitors of bovine viral diarrhea 
virus) 
442842-40-2 HCAPLUS 

Benzenamine, 4- [5- [5-(4, 5-dihydro-lH-imidazol-2-yl) -lH-benzimidazol-2-ylJ - 
2-furanyll- (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 



THERE ARE 46 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



442842-41-3 HCAPLUS 

IH-Benzimidazole, 5- (4, 5-dihydro-lH-lfflidazol-2-yl} -2-[5-(4-nitr(^henyl) -2- 
furanyl]- {9CI) (CA INDQC NAME) 
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ANSWEH 3 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
Entered STN: 01 Apr 2003 

In this paper, the endpolnc is the application of b>o1. Copal, to the 
search of QSAR relations into a group of dication-substituted carbazoles, 
furans and bcnziaidazoles, all ahovlng antifungal activity against C. 
albicans. Math, and statistical sethods such as linear regression and 

discriodnanc anal., are used. The results clearly shov a high efficiency 
of the fonaalisn on the prediction and classification of antifungal 
activity. Some 831 of the corapds. showing MIC <10 ^^g/mL (active group) 
are correctly classified, vhile 100% overall accuracy is achieved for 
those cotapds. shoving MIC >100 itq/oL (inactive group) . 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



SOURCE: 



2003:250479 BCAPLUS 
140:38649 

Application of oolecular topology to the prediction of 
antifungal activity for a set of dication-aubstituted 
carbazoles, furans and benziiaidazoles 
Garcia-Domenech, R. ; Rios-Santamarina, l.t Catala, A.« 
Calabuig, C; del Castillo, L.t Galvez, J. 
Facultat de Farmacia, Unidad de Investigacion de 
Conectividad Molecular y Oiseno de Fanaacos, 
Oepactamento de Quinica Fisica, Universitat de 
Valencia, Valencia, Spain 
THEDCHEM (2003), 624, 97-107 
CODEN: THEODJf ISSN: 0166-1200 
Elsevier Science B.V. 
Journal 
EngUsh 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
IT 21630S-23-5 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(ool. topol. in relation to antifungal activity for a set of 
dicatlon-substituted carbazoles, furans, and benziiaidazoles) 
RN 216308-23-5 HCAPLUS 

CN IH-Benzimidazole, 5- (4, 5-dihydro-lH-imidazol-2-yl)-2-[5-[4-(4,5-dihydro-lH- 
imidazol-^-yl)phenyl]-^-furanyl] - (9CI) (CA INDEX NAME) 



G 




REFERENCE COUNT: 



THERE ARE 39 CITED REFEREHCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 4 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STV 
Entered STN: 19 Jul 2002 

The invention relates to novel conpds. and methods that are useful in 
treating oedMrs of the Plaviviridae family of viruses. Co&pds. disclosed 
in the Invention are shown to be affective against bovine viral diarrhea 
virus and hepatitis C virus infection. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE C 5): 



SOUICE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. HUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2002:539483 HCAPLUS 
137:103864 

Compounds useful for the treatment of bovine viral 
diarrhea virus and hepatitis C virus infections 
Boykin, David* Tidtfell, Richard R.> Stringf ellow, 
Davidi Brock, Kenny* Stephens, Chad E. ; Kumar, Arvind: 
Wilson, W. David) Givens, Daniel; Dykstra. Christine 
University of North Carolina At Chapel Hill, USA; 
Georgia State University Research Foundation! Auburn 
University 

PCT Int. Appl.. 68 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



KIND DATE 



APPLICATION NO. 



TO 2002-US787 



TM, 



ZM, 



VO 2002055025 A2 20020718 

tfO 2002055025 A3 20040115 

V: AE, AG, AL, AN, AT, AU, AZ, BA, BB, BG, BR, BY, 
CO, CR, CU, CZ, DE, DK, EM, DZ. EC, EE, ES, FI, 
GM, HR, HU, ID, IL, IN, IS, JP, KB, TC, KP, KB, 
LS, LT, LU, LV, MA, MD, MG, MK, MN, MV, MX, MZ, 
PL, PT, RO, RU, SD, SE, SG, SI. SK, SL, TJ, 
UA, UG, US, UZ, VN, YU, ZA, ZM, ZW 
RV: GH, GM, KE, LS, MV, MZ, SD, SL, 5Z, TZ, UG. 

KG, KZ, MO, RU, TJ, TM, AT, BE, CH. CY, DE, OK, 
GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, BJ, CF, 
GV. ML, MR, NE, SN, TD. TG 

AA 20020716 CA 2002-2433070 
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A2 20040324 BP 2002-705743 
CH, OE, DK, ES, FR, GB, GR, IT, LI, LU, 
LT, LV, FI, BO, MK, CY, AL, TR 

T2 20040826 JP 2002-555762 
: US 2001-261654P 

TO 2002-US787 

MARPAT 137:103864 
442042-40-2 442042-41-3 

RL: PAC (Pharmacological activity); THU (Therapeutic us 
(Biological study); USES (Uses) 

(compds. for treatment of bovine viral diarrhea viru 

hepatitis C virus infection) 
442842-40-2 HCAPUJS 

Benzenamine, 4-(5-[5- (4 , 5-dihydro-lH-imidazol-2-yl) -IH- 
2-furanyl]- (9CI) (CA INDEX NAME) 



GN, GQ, 
CA 2433070 
US 2003199521 
EP 1399163 

R: AT, BE, 
IE, SI, 
JP 2004525881 
PRIORITY APPLN. INFO. 

OTHER SOURCE(S): 



20020111 

BZ, CA, CH, CN. 

GB, GD, GE, GH. 

KZ, LC, LK, LR, 

NO, NZ, CM, PH, 

TN, TR, TT, TZ, 

ZV, AH, AZ, BY, 
ES, FI, FR, GB, 
CG, CI, CM, GA. 
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20020111 
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P 20010113 
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t infection and 
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RN 442842-41-3 HCAPLUS 

CN IH-Benzinidazole, 5- (4, 5-dihydro-lH-imidazol-2-yl) -2- [5- (4-nitrophenyl) -2- 
furanyl]- {9CI) (CA INDEX NAME) 




N02 



IT 442B42-52-6P 

RL: RCT (Reactant) ; 5PN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(compds. for treatment of bovine viral diarrhea virus infection and 
hepatitis C virus infection) 
RN 442842-52-6 BCAPLUS 

CN IH-Benzimidazole, 5- (4, 5-dihydro-lH-imidazol-2-yl) -2- [5- (4-nitrophenyl) -2- 
furanyl]-, dlhydroehloride (9CI) (CA IMDBC NAME) 




IT 442B42-53-TP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(compds. for treatment of bovine viral diarrhea virus infection and 
hepatitis C virus infection) 
RN 442842-53-7 HCAPLUS 

CN Benzenamine, 4- [5- [5- (4, 5-dihydro-lH-imidazol-2-yl) -lH-benzinidazol-2-yl] - 
2-furanylI-, trihydrochloride (9CI) (CA INDEX NAME) 
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Entered STN: 05 Apr 2002 

Fluorescence nicroscopy has been used to study the cellular distribution 
properties of a series of Ottt binding cationic conpds. related to the 
potent antiparasitic drug furaaidine (0B75) . The coopds. tested bear a 
diphenylfuran or a phenylfuranbenzimidazole unfused aroaatic core substituted 
writh one or tvo aaidlne or imidazoline groups. The synthesis of five new 
coiapds. is reported. The B16 raelanosia cell line was used to coiapare the 
capacities of oono-, bis^, and tetracations to enter the cell and nuclei. 
The high-resolution fluorescence pictures show that in the furaaidine series, 
the coeyds. vith tvo or four pes. charges selectively accunilate in the 
cell nuclei vhereas, in iBOst cases, those bearing only one pos. charge 
show reduced cell uptake capacities. One of the aonocationic coopds., 
DB607, distributes in the cytoplasn, possibly in ol tochond ri a , vith no 
distinct nuclear accuiaulation. In sharp contrast, furaaidine and 
benzinidazole analogs, including the drug DB293 that forms DNA ainor 
groove dicers, efficiently accuoulate in the cell nuclei and the 
intranuclear distribution of these DMA oinor groove binders is 
significantly different from that seen vith the DNA intercalating drug 
propidium iodide. The results suggest that the presence of tvo aoidine 
terainal groups plays a role in facilitating nuclear accumulation into 
calls, probably as a result of nucleic acid binding. The deternination of DNA 
melting temperature increases on addition of these compds. supports the importance 
of DNA binding in nuclear uptake. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



2002:252822 HCAPLUS 
137:197 

Distribution of Furaiaidine Analogues in Tuaor Cells: 
Influence of the Number of Positive Charges 
Lanslaux, Amelie: Dassonneville, Laurent; Facoi^re, 
Michaeel; Kumar, Arvind; Stephens, Chad B. t Bajic, 
Miroslav: Tanious, Farialt Vilson, V. David; Boykin, 
David v.; Bailly, Christian 
INSERM U-S24 et Laboratoire de Pharoacologie 
Antitumorale du Centre Oscar Lambret. IRCL, Lille. 
59045. Fr. 

Journal of Medicinal Chemistry (2002). 4S(10). 
1994-2002 

CODEN: JHCHAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE (S): CASREACT 137:197 

IT 216306-23-5, DB 302 

RL: PAC (Pharmacological activity); PRP (Properties).- THU (Therapeutic 
use) I BIOL (Biological study); USES (Uses) 

(OB 302» synthesis and structure activity relationship of furamidine 
analogs in tumor cells and influence of number of pos. charges) 
RN 216308-23-5 HCAPLUS 

CN IH-Benzimidazole, S- (4, S-dibydco-lH-imidazol-2-yl) -2-C5-14- (4, 5-dihydro-lH- 
imidazol-2-yl) phenyl] -2-furanyl]- (9CI) (CA INDEX NAME) 



L14 ANSWER 6 OF 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
ED Entered STN: 24 May 2001 

AB RNA viruses cause a vide range of human diseases. Development of nev 

agents to target such viruses is an active area of research. Tovard this 
goal, a series of diphenylfuran cations as potential inhibitors of the 
Rev-RRE complex have been designed and synthesized. Anal, of the 
interaction of the diphenylfurans vith RRE and TAR RNA model systems by 
gel shift assays indicates that they exhibit both sequence and 
structure-dependent binding modes. Our results shov a strong interaction 
between the diphenylfuran ring system and RRE bases, vhile the TAR 
interactions are much veaker vith the compds. that are the best inhibitors 
of Rev-RRE. A diphenylfuran lead compound vas systematically varied and the 
ability of the new compds. to inhibit the formation of Rev-RRE and Tat-TAft 
con^lexes was assayed by gel-mobility shift expts. In this series, DB340 
was found to be the most active compound and also the most specific confound 
for Inhibition of Rev-RRE complex formation. 

ACCESSION NUMBER: 2001:373395 HCAPLUS 

DOCUMENT NUMBER: 135:251448 

TITLE: Inhibition of the HIV-1 Rev-RRE complex formation by 

unfused aromatic cations 
AimK)R(S): Xiao, G.; Kumar, A.; Li, K.; Rigl, C. T.; Bajic, H.; 

Davis, T. H.; Boykin, D. W.i Wilson, W. D. 
CORPORATE SOURCE: Department of Chemistry, Georgia State University, 

Atlanta, GA, 30303, USA 
SOURCE: Bioorganic c Medicinal Chemistry (2001), 9(5), 

1097-1113 

CODEN: BMECEPf ISSN: 0968-0896 
PUBLISHER: Elsevier Science Ltd. 

DOCUMENT TYPE: Journal 
LANGUAGE: EngUsh 
IT 21630a-23-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of and inhibition of the HIV-1 Rev-RRE complex formation by 
unfused aromatic cations) 
RN 216308-23-5 HCAPLUS 

CN IH-Benzioidazole, S-(4. S-dihydro-lH-iiaidazol-2-yl) -2-[5-[4-(4, 5-dihydro-lH- 
imidazol-2-yl) phenyl] -2-furanyl]- (9CI) (CA INDEX NAME) 
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L14 ANSWER 7 OP 8 HCAPLUS COPYRIGHT 2005 ACS on STN 
EO Entered STN: 05 Feb 2001 

AB The Human Genome Project as well as sequencing of the genomes of other 
organisms offers a wealth of DNA targets for both therapeutic and 
diagnostic applications, and it is important to develop addnl. DNA binding 
motifs to fully exploit the potential of this nev information. We have 
recently found that an aromatic dication, 0B293, vith an amidine-phenyl-furan- 
benzinidazole-amidine structure can recognize specific sequences of ONA by 
binding in the minor groove as a dimer. The dimer binding is strong, 
highly cooperative and, in contrast to many closely related heterocyclic 
dications, has both GC and AT base pairs in the minor groove binding site. 
The aroaatic heterocycle stacked dimer is quite different in structure from 
the polyamide-lexitropsin type compds., and it is a dication vhile all 
lexitropsin dimers are monocations. The heterocyclic dimer represents 
only the second small mol. class that can recognize mixed sequences of 
DNA. To test the structural limits on the nev type of complex, it is 
important to probe the influence of cooqpound charge, chemical groups, and 
structural features. The effects of these compound mol. variations on DNA 
complex formation vith several DNA sequences vere evaluated by DNase I 
footprinting, CD and UV spectroscopy, thermal melting, and quant, anal, 
vith surface plasroon resonance biosensor methods. Conversion of the 
amidines to guanidinium groups does permit the cooperative dimer to form 
but removal of one aoidine or addition of an alkyl group to the aoidine 
strongly inhibited dioer formation. Changing the Ph of 0B293 to a 
benzimidazole or the benzimidazole to a Ph or benzofuran also inhibited 
dimer formation. The results shov that formation of the minor groove 
stacked-dimer complex is very sensitive to compound structure. The 
discovery of the aromatic dimer mode offers new opportunities to enhance the 
specificity and expand the range of applications of the compds. that 
target DNA. 

ACCESSION NUMBER: 2001:79423 HCAPLUS 

DOCUMENT NUMBER: 134:277012 

TITLE: Evaluation of the Influence of Compound Structure on 

Stacked-Diraer Formation in the DNA Minor Groove 
AUTBOR(S): Wang, Lei; Carrasco, Carolina; Kumar, Arvind; 

Stephens, Chad E. ; Bailly, Christian; Boykin, David 
W.; Wilson, W. David 
CORPORATE SOURCE; Department of Chemistry, Georgia State University. 

Atlanta, GA, 303D3, USA 
SOURCE: Biochemistry (2001). 40(8), 2511-2521 

CODEN: BICHAtff ISSN: 0006-2960 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE (S): CASREACT 134:277012 

IT 216308-23-5, OB 302 

RL: BPR (Biological process) I BSU (Biological study, unclassified) f PRP 
(Properties) f BIOL (Biological study); PROC (Process) 

(preparation and evaluation of the influence of heterocyclic dication compound 
structure on stacked-dimer formation in the DNA minor groove) 
m 216308-23-5 HCAPLUS 

CN IH-Benzimidazole, 5- (4, 5-dihydro-lH-imidazol-2-yl) -2- (5-(4- (4, 5-dihydro-lH- 
imida^ol-2-yl) phenyl] -2-furanyll - (9C1) (CA INDEX NAME) 
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AB Aromatic dicationic compds. possess antimicrobial activity against a wide 

range of eucaryotic pathogens, and in the present study an examination of the 
structures-functions of a series of con^s. against fungi was performed. 
Sixty-seven dicationic raols. were screened for their inhibitory and 
fungicidal activities against Candida albicans and Cryptococcus 
neoformans. The MICs of a large number of compds. were comparable to those 
of the standard antifungal drugs amphotericin B and fluconazole. Unlike 
fluconazole, potent inhibitory compds. in this series were found to have 
excellent fungicidal activities. Broad-spectrum activities were observed for 
the carbazole I, the furan II. and the benzimidazole III. The MIC of IIX« 
one of the most potent compds., against C. albicans was 0.39 ^g/mL, and 
it was the most potent compound against C. neoformans (NIC, £0.09 
l»g/mL). Selected compds. were also found to be active against 
Aspergillus fuaigatus, Fusariun solani, Candida species other than C. 
albicans, and fluconazole- resistant strains of C. albicans and C. 
neoformans. Since of these compds. have been safely given to animals* 
these classes of mols. have the potential to be developed as antifungal 
agents. 

ACCESSION NUMBER: 1998:664986 HCAPLUS 

DOCIMEHT NUMBER: 130:22621 

TITLE: In vitro antifungal activities of a series of 

dication-substituted carbazoles, furans, and 

benzimidazoles 

AUTBOR(S): Del Poeta, Kaurizio; Schell, Wiley A.? Dykstra, 

Christa.ne C; Jones, Susan K.$ Tidwell, Richard R.i 
Kumar, Arvind; Boykin, David V.t Perfect, John R. 

CORPORATE SOURCE: Department of Medicine, Division of Infectious 
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Diseases and International Health, Duke University 
Medical Center, Durham, NC, 27710, USA 

SOURCE: Antimicrobial Agents and Chemotherapy (1998), 42(10), 

2503-2510 

OODEN: ANACCQ} ISSN: 0066-4804 
PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
IT 216308-23-5 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified)! PRP (Properties); THU (Therapeutic use)) BIOL 
(Biological study): USES (Uses) 

(in vitro antifungal activities of a series of dication-substituted 
carbazoles, furans, and benzimidazoles) 
RN 216308-23-5 KAPLUS 

CN IH-Benzimidazole. 5- (4, 5-dihydro-lH-imidazol-2-yl) -2- [5- 14- (4, S-dihydro-lH- 
imidazol-2-yl) phenyl) -2-furany 11- (9CI) (CA INDEX NAME) 
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LIS ANSWER 1 OP 1 HCAPLUS COPYRIGHT 2005 ACS on STN 
ED Enteced STN: 06 Jul 2003 

AB Bovine viral diarrhaa virus (BVDV) is an econoaically significant pathogen 

of cattle and a probleaatic contaninant in the laboratory BVOV is often used as 
an in vitro oodel for hepatitis C virus during drug discovery efforts. 
Aromatic dicationic boIs. have exhibited inhibitory activity against several 
RNA viruses. Thus, the purpose of this research was to develop and apply 
a oethod for screening the aromatic cationic coo^s, for in vitro 
cytotOKicity and activity against a noncytopathic strain of BVOV. The 
screening sethod evaluated the concentration of BVOV in oediua and cell lysates 
after 72 h of mil culture in the presence of either a 25 or 5 hH 
concentration of the test coopound Pive of 93 screened co^ids. vere selected for 
further determination of Inhibitory (90 and 50%) and cytotoxic (50 and 10%) 

concentration 

endpoints. The screening method identified compds. that exhibited 
inhibition of BVOV at nanomolar concns. while exhibiting no cytotoxicity 
at 25 tm concns. The leading compds. require further investigation to 
determine their mechanism of action, in vivo activity* and specific activity 
against hepatitis C virus. 



ACCESSION NUMBER: 
OOCUKENT NUHBER: 
TITLE: 



CX3RP0RATE SOURCE: 



2003:513253 HCAPLUS 
139:390750 

Detection of inhibition of bovine viral diarrhea virus 
by aromatic cationic molecules 

Givens, M. Danielr P^katra. Christine C.» Byocle. Kenny 
v. t g|tcin<}fell ov, David A.; Kumar , Arvindf Stephens , 
Chad E.; Gokfiir'Halcan; Bjndtia^^avid W. — — 
Department'" of Pathobiology, College of Veterinary 
Medic ine.^Aub urn Unlver8i|y, Auburn, AL, 36049. \iSh^ 
SOURCE : 4^^;^^^^'^tigBni9*-^M?Ch»m6t^i rapy,'^C20d3 )>;^'74(:7) 

?22'23522ij'0" ' " ^ - 

cbOEM/'MUOCQt ISSN: 0066-4804 
PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE(S): CASREACT 139:390750 

IT 625459-52-1 

RL: PAC (Pharmacological activity)/ THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(inhibition of bovine viral diarrhea virus by aromatic cationic ools.) 
Ml 6254S9-52-1 HCAPUiS 

ON Benzenanlne, 4- [5- {4 -(5- (4, 5-dlhydro-lH-inidazol-2-yl) -lH-benzifflidazol-2- 
y 1] phenyl] -2- furanyll- (9CI) (CA INDEX HAKE) 
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ACCESSION NUHBER: 



ANSWER 1 OF 10 HCAPLUS COPYRIGHT 2005 ACS on STN 
Entered STN: 11 Mar 2005 

The invention provides formjlations and structural Bodifieations for 
phenothiasine coopds. which result in altered biodistribution. thereby 
reducing the occurrence of adverse reactions associated vlth this class 
drug. 

2005:216611 HCAPLUS 

142:2913^0 

Fonsulacions, conjugates, and coabinatlons of drugs 
for the treatisent of neoplasms 

Nichols, Jaoes H.i Foley, Michael A.i Keith, Curtiei 
Padval, Maheshj Elliott, Peter 
Coalilnatorx, Incorporated, USA 
PCX Int. fippl.. 92 pp. 
COOEN: PIXXD2 
Patent 
English 
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KIND 


DATE 




APPLICATION NO. 




DATE 


VO 2005020913 




A2 


20050310 




VO 2004-US27695 




20040825 


V: 


AE, 


AG, 


AL. 


AM. AT. 


AU, AZ, 


BA, 


BB, BG, BR, 


BW, 


BY. 


BZ, 


CA, CH, 




CN, 


CO, 


CR, 


CU. CZ. 


DE, DK, 


DM, 


DZ, EC, EE, 


EG, 


ES, 


FX, 


GB. GO. 




GE, 


GH, 


GH, 


HR. HU, 


ID, IL, 


IN, 


IS, JP, KE, 


KG, 


KP, 


KR. 


K2. LC, 




LK, 


LR, 


LS, 


LT, LU, 


LV, MA, 


MD. 


MG, MX, MN, 


MW, 


MX, 


HZ. 


NA, NI. 




NO, 


NZ, 


OM, 


PG, PH. 


PL, PT, 


RO. 


RU, SC, SD, 


SE, 


SG, 


SK, 


SL, SY, 




TJ. 


TM, 


TN, 


TR, TT. 


TZ, UA, 


UG, 


, US, UZ, VC, 


VN, 


YU, 


ZA, 


ZM. ZW 


Wit 


BV. 


GH, 


CH, 


KE, LS. 


Htf, HZ, 


NA. 


SD, SL, SZ, 


TZ, 


UG, 


ZM. 


ZV, AM, 




AZ, 


BY, 


KG, 


XZ, MO, 


RU, TJ, 


TM, 


AT, BE, BG, 


CB, 


CY, 


CZ. 


OE, OK, 




EE. 


ES, 


FX, 


FR, GB, 


GR, BU, 


IB. 


IT, LU, MC, 


NL, 


PL, 


PT, 


RO, SE, 




SI. 


SK, 


TR, 


BF. BJ, 


CF, CG, 


CI, 


CM, 6A, GN, 


<SQ. 


GV, 


ML, 


MR, NE, 




SN. 


TO, 


TG 


















US 2005080075 




Al 


20050414 




US 2004-925835 




20040825 


PRIORITY APPLN. 


INFO.: 








US 2003-497617P 




P 20030825 


OTHER SOURCE (S): 






MARPAT 


142:291340 
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RL: PAC (Pharnacological activity)! THU (Therapeutic use) i BIOL 
(Biological study): USES (Uses) 

(fornulatlons and conjugates and combinations of drugs such as 

phenothiazines for treatment of neoplasms) 
216503-06-9 HCAPLUS 

IH-Benzinidazole-S-carboximidaiaide, 2, 2' - (2, 5-furandiyldi-4, l- 
phenylene)bis(N-cyclopentyl- (9CI) (CA INDEX NAME) 
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ED 



ACXIESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) 
SOURCE: 



ANSWER 2 OF 10 HCAPLUS COPYRIGHT 2005 ACS on STN 

Entered STN: 11 Feb 2005 

The invention features a method for treating a patient having a cancer or 
other neoplasm by administering to the patient pentamidine or a 
pentamidine analog and an antiproliferative agent simultaneously or within 
14 days of each other in amts. sufficient to treat the patient. The 
combination of pentamidine and vinblastine provided improved 
antiproliferative activity against human non-small cell lung carcinoaa 
A549 cells. 

2005:120654 HCAPLUS 
142:191226 

Combination of pentamidine or analog and 
antiproliferative agent drugs for the treatment of 
neoplasms 

Nichols, James H.} Lee, Margaret S.t Keith, Curtis T.; 
Zhang, Yanzhen; Gaw, Oebra A. 
CombinatocK, Incorporated, USA 
PCT Int. kppl., 71 pp. 
CODEN: PIXXD2 
Patent 
English 
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BF, BJ, CF, C6, CI, CM, GA, GN, GO. Gtf, ML. MR, NE, 

Al 20050310 US 2004-895561 20040721 
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for treatmnt of neoplasms) 
216503-06-9 HCAPLUS 

lH-Benzliiiidazole-5-carboiiiiiiidamide, 2,2'- (2,5-furandiyldi-4, 1- 
phenylene)bi8(N-cyclopentyl- (9CI) (CA INDEX NAME) 
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CN lH-Benzimidazole-5-carboxamide, 2. 2' - (2, 5-furandiyldl-4, l-phenylene)bis{N- 
(2-aninoethyl)- (9CI) (CA INDEX NAME) 



H2N-CH2-CH2- NH-C, 




C- Ntt- CH2- CH2- NH2 
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The invention features a nethod foe treating a patient having a cancer or 
other neoplasm, by administering to the patient (1) a benziraidazole or a 
metabolite or analog thereof^ and (li) pentaaidlne or a metabolite or 
analog thereof simultaneously or within 14 days of each other in ants, 
sufficient to inhibit the grovth of the neoplasm. 
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Benzifflidazole compound -pentamidine compound 

combinations for the treatment of neoplasms 
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Stoclcvellf Brent R. i Gav, Debra A. 

Cofflbinatocx, Incorporated, USA 

PCT Int. Appl., 79 pp. 
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RN 216503-06-9 HCAPLUS 

CN lH-Benzimidazole-5-carboximidamide, 2, 2' - (2, 5-furandiyldi-4. 1- 
phenylene)bis{H-cyclopentyl- (9CI) (CA INDEX NAME) 
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H2N-CH2-CB2- NH- C, 



^ C- HH- CH2- CH2- NH2 
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The invention features a method for treating a patient having a cancer or 
other neoplasm by administering to the patient pentamidine (or an analog 
thereof) and chlorpcomazine (or an analog thereof) simultaneously or 
within 14 days of each other in amts. sufficient to treat the patient. 
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combinations for the treatment cf neoplasms 
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tf: AE, 
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CA, CH, CN, 




CO, 
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(pentamidine compound -chlorpromazine compound cotobinations for the 

treatment of neoplasms) 
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lH-Benzimidazole-S-carbo«imidamide, 2, 2'- (2,5-furandiyldi-4,l- 
phe^ylene)bis[N-cyclopentyl- {9CI) (CA INDEX NAME) 
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CM lH-Benzimidazole-5-carboxamide, 2,2*- (2, 5-furandiyldi-4, l-phenylene}his(N- 
(2-arainoethyl)- (9CI) (CA INDEX NAME) 



H2N-CH2-CH2-NH- 



^ C- NH- CH2- CH2- NH2 
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useM BIOL (Biological scudy)i USES (Uses) 

(antileiahaaniai activities of several classes of aroa. dications) 
BN 216503-06-9 HCAPLUS 

CH IB-Benzinidazole-S-carboaiimidaiBide. 2,2*- (2. 5-f urandiyldi-4 . 1- 
phenylene)bis(N-cyclopenCyL- 19CI) (CA INDEX NMIE} 



Aromatic dicationic nols. possess impressivo activity against a broad 
spectrum of microbial pathogens, including Pneumocystis carinii, 
Cryptosporidium parvua, and Candida albicans. In this work, 58 aromatic 
cations were esaained for inhibitory activity against asenic aaastigote-llfce 
Leishmania donovani parasites. In general, the most potent of the conpda. 
were substituted di-Ph furan and thiophene dications. 

2, S-Bis- (4'amidinophenyl) thiophene (I) was the most active compound This 
agent displayed a 50% inhibitory concentration (IC50) of 0.42 ± 0.08 hM 
against L. donovani and an in vitco antileishmanial potency 6.2-fold 
greater than that of the clin. antileishmanial dication pentamidine and 
was lS5-fold more toxic to the parasites than to a mouse macrophage cell 
line. 2,4-Bi3- (4-amidinophenyl) furan (II) was twice as active as 
pentamidine (IC50, 1.30 i 0.21 mM) , while 2,5-bis-(4- 

araidinophenyl) furan and pentamidine were essentially equipotent in our in 
vitro antileishmanial assay. Carbazoles, dibenzof urans, 
dibenzothiophenes, and benzimidazoles containing amidine or substituted 
amidine groups were generally less active than the di-Ph furans and 
thiophenes. In all cases, aromatic dications possessing strong 
antileishmanial activity were several-fold more toxic to the parasites 
than to a cultured mouse macrophage cell line. These structure^activity 
relationships demonstrate the potent antileishmanial activity of several 
aromatic dications and provide valuable information for the future design and 
synthesis of more potent antiparasitic agents. 

2002:146280 HCAPLUS 
136:321920 

Antileishmanial activities of several classes of 
aromatic dications 

Brendle, Janes J.r Outlaw, Abraai Kumar, Arvindi 
Boykin, David tf.i Patrick, Donald A.i Tidwell, Richard 
R.; Verbovetz, Karl A. 

Division of Experimental Therapeutics, Walter Reed 
Army Institute of Research, Silver Spring, HD, 2091O, 
USA 

Antimicrobial Agents and Chemotherapy (2002), 46(3), 
797-807 

a)DEN: AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 
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CN lH-Benzimidazole>5>carboximidamide, 2, 2' - (2, 5-f urandiyldi-4, 1- 
phenylene)bis- (9CI) (CA INDEX NAME) 



RN 415718-58-0 KCAPLUS 

CN IH-Benzimidazole-S-carboximidamide, 2, 2' - (2, 5-f uraRdlyldi-4, 1- 
phenylene)bis[N-cyclopropyl- (9CI) (CA INDEX NAME) 



A II 
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C-NH — 
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Title compds., e.g., {I; X - (unsatd.) alkyl. (substituted) aryli Y13, Y14 
- (R41R42N)R40N:C» R40, R42 - H, alkyl, cycloalkyl, (substituted) arylf 
R40R42 - alkyl, hydroxyalkyl. alkylene, (substituted) aryl; R41 - H, OH, 
alkyl, alkoxyalkyl, aminoalkyl, alkylamino, cycloalkyl, hydrovycycloalkyl, 
aryl, aralkyl, etc.], were prepared as antifungals (no data) . Thus, 
furan-2, 5-dicarboxaldehyde, 4-antidino-l, 2-phenylenediaffline hydrochloride, 
and 1, 4-benzoquinone were refluxed 4 h to give 52t 2, 5-bis[2- (5- 
amidino) benziraidazolyl] furan hydrochloride. 
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-pyrroles, and related compounds as antifungals. 
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R. 
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(prepn. of bis(aBidinobenziinidazolyl)furan9, -f^rcoles, and related 

coB^xls. as antifungals) 
214216-27-0 HCAPLUS 

IR-Benzimidazolc-S-carboximidaBide. 2. 2'-(2,5-furandiyldi-4, 1- 

pheny Lena) bis [N-cyeiopentyl-, teCrahydrochloride (9CI) (CA INDEX NAKB) 



NH NH 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

S Twenty analogs of pentamidine (including I), 7 primary tsetaboiites of 

pentamidine, and 30 dicationic substituted bisbenzizaidazoles vera screened 
for their inhibitory and fungicidal activities against Candida albicans 
and Cryptococcus neoforaans. A najority of the coopds. had HICs at vhich 
80% of the strains were inhibited (MICSOs) coiaparable to those of 
aaphotericin B and fluconazole. Unlike fluconazole, oany of these 
cotspds., such as II and IXI, vere found to have potent fungicidal 
activity. The most potent coo^murKl against C. albicans had an HIC80 of 
SO. 09 t^/oL, and the Bost potent compound against C. neoforaans 
had an HICSO of 0.19 ^g/mL. Selected coopds., such as IV, vere also 
found to be active against Aspergillus fumigatus, Fusarium solani, Candida 
species other than C. albicans, and fluconazole- resistant strains of c. 
albicans and C. naofornans. It is clear from the data presented here that 
further studies on the structure-activity relationships, mechanians of 
action and toxicities, and in vivo efficacies of these compds. are 
warranted to deterinine their clin. potential. 

1998:664985 IK^PUJS 
130:22732 

Structure-in vitro activity relationships of 
pentamidine analogs and dication-substituted 
bis-benzimidazoles as new antifungal agents 
Del Poeta, Maurizio; Schell, Wiley A.; Dykstra, 
Christine C: Jones, Susani Tidwell, Richard R. ; 
Czarny, Agnieszka; Bajic, Hiroslav; Bajic, Harinat 
Kuaar, Arvind; Boykin, Davidi Perfect, John R. 
Department of Hedicine, Division of Infectious 
Diseases and International Health, Duke University 
Medical Center, Durham, NC, 27710, USA 
Antimicrobial Agents and Chemotherapy (1990), 42(10), 
2495-2S02 

CODEN: AHACOQf ISSN: 0066-4804 
American Society for Microbiology 
Journal 
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(structure-in vitro activity relationships of pentamidine analogs and 
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216503-06-9 HCAPLUS 

IH-Benzimidazole-S-carbOKinidanide, 2,2*- (2,5-furandiyldi-4, 1- 
phenylene)bi3[N-cyclopentyl- (9CI) (CA INDEX NAHE) 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
IT 



L16 ANSWER 7 OF 10 HCAPLUS COPYRIGKr 2005 ACS on STN (Continued) 

PAGE 1-A 

NH NH 

PAGE 1-B 

REFERENCE COUNT: 41 THERE ARE 41 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L16 ANSWER 8 OF 10 HCAPLUS COPYRIGHT 2005 ACS On STN 
ED Entered STN: 16 Sep 1998 

AB The syntheses of nine new derivs. of 2,5-bi5[4- (N- 

alkylamidi no) phenyl] furans with extended aromatic systems are reported. The 
interaction of these dicationic furans with poly (dA) * poly (dT) and with the 
duplex oligomers d (CGCGAATTCGCG) 2 and d (GCGAATTCGC) 2 was determined by Tn 
measurement, and the effectiveness of these compds, against the 
immunosuppressed rat model of Pneumocystis carinii was evaluated. At a 
screening dose of 10 ^mol/kg, 4 of the 12 araidino furans described here 
are more active than the parent 2, 5-Bis (4-arainidophenyl) furan. In 
general, extension of the aromatic system in the absence of a substitution of 
the amidino nitrogens resulted in higher affinity for DNA than the parent 
con^xaind as judged by the larger ATra values and suggests enhanced van 
der Waals interactions in the amidino furan-DNA complex. One of the 
coiqxls., 2, 5-Bis[ [4- (cyclopentyl) amidino] phenyl] furan (I) yielded cysts 
counts of less than 0.1% of control when administered at a dosage of 10 
|inol/kg. I, which does not have an estended aromatic system. Is the oiost 
active derivative Although a direct correlation between anCi-P. carinii 
activity and DNA binding affinity was not observed, all cot^xls. which have 
significant activity have large ATn values. 
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Boykin, David V. 
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and Drug Design, Georgia State University, Atlanta, 
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particular, a tetracationic diphenylfuran, AK.A. can block binding of Rev 
to Its high-affinity viral RNA binding site. AK.A abolishes Rev~RRS 
interactions at concns. as low as 0.1 )>H. Inhibition appears to be 
selective and results from coii9)etitive binding of the drug co a discrete 
region within the Rev binding site. Interestingly, the mol. basis for the 
AK.A- RNA interaction, as well as the mode of RNA binding differs from 
previously described aninoglycoside Rev inhibitors. Anal, of a variety of 
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block viral RNA-protein interactions. 
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